' Searching PAJ 



1/2 ^— 



m 



PATENT ABSTRACTS OF JAPAN 



(1 DPublication number : 

(43)Date of publication of application 



2001-058991 
06.03.2001 



(SDlntCL 



C07D401/14 
A61K 31/454 
A61P 9/00 
A81P 13/00 
AB1P 25/00 
AB1P 43/00 



(21) Application number : 11-233914 

(22) Date of filing : 20.08.1 999 



(71) Applicant 

(72) Inventor : 



BANYU PHARMACEUT CO LTD 

KAWAMOTO HIROSHI 
OZAKI SATOSHI 
rrO YOSHIKI 
IWAZAWA ZENIGHI 



(54) SULFONAMIDE DERIVATIVE 

(57)Abstract 

PROBLEM TO BE SOLVED: To obtain a new compound 
having an inhibitory action on nociceptin bond to 
nociceptin receptor ORU, useful as an analgesic for 
diseases such as cancerous pain, analgesic action 
enhancer, antiobestic medicine, brain function improver, a 
therapeutic agent for Alzheimer's disease, a therapeutic 
agent for hypotension, etc. 

SOLUTION: This compound is represented by formula I 
[Arl is GH2. 0CH2 or the like; A2 is a lower alkylene or a 
lower alkenylene; m is 0 or 1; R1 is a lower alkyi] such as 
1~[(3S,4R)-1-cyclooctylmethyl-3-(methylsulfonylamino) 
methyl-4-piperidyl]-3-[(2S)-2-pyrrolidinylmethyl]-1,3- 
dihydro-2H-benzimidazol-2-one dibasic acid salt The 
compound of formula of I is obtained by reacting a 
compound of the formula L1-S02-R1 (LI is an eliminable 
group; R1 is a lower alkyI) with a compound of formula 11 
(PI is an imi no-protecting group; P2 is H or a group to 
become a sulfonamide protecting group) as starting raw 
materials. 
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[0 0 8 5] mmstifcmm^. 5 0pm["'i]t 

yr** — Noc i cept in (Amershamph 
armacia biotech), Img SPA 
(Amershampharmacia biotec 
h) SCXIftliifb^^NC buffer (50mM 
H e p e s . 10 mMifi^t:^ h V "^A. 1 mMttMbv^y 
^i^-t/A. 2. 5inMie<k*Jb*^'^A. 0. 1%BS 
A. 0. 0 2 5%/-!*^ pH7. 4) jcagffl 

0. 3 7-C-C6 0^|ffl-/>+*^-S^a>Lyt«. «*# 

». «/»«C«a[©*»?9fL^tCj;S I ] Ty r 
^*-No c i c e p t i n1^<D5 0%m9m& ( I C 

CO 0 8 6 1 
C«l 3 





ICsoflitCnM) 


^ife^ 1 


0.86 



10 



20 



30 

[0 08 7] mmmsimz (yi^-k-f^>wimGs&s 

yiy^^^>S:^i^ORL 1 %K5E»iSL/fcCHO«Jia 

mit^<Di'\Fm'S:mt utc. c h o/o r l i mmj: o 

Wmiylcmm^. 5 0nM>'2^-fe:?'^>, 2 00pM 
GTPt ["S] (NEN). 1. 5mg SPA (A 
mershampharmacia biotech) 
Rlf^it-^iGDP buffer (20mM H 
epes. 1 0 0mM«^k:^^y•5A. 1 0mM*Sft'5' 40 
ifit^iyyA^ ImM EDTA. 5 GDP. pH 

7. 4) ttJ-CS^L-. 2 5-C-Cl 5 0^m■^>'^^•^- 
^K:j;«,GTPr [" S] e^©5 0%PlWiffiK ( I 
C,.ffi) -cmLtc. ■€-©M**^2K:m-r. C©Ci*> 
6*:^B^-fb^tt vi^-feT-^-XcJ;* GSaaffit*<btc 

^sf 0 ■c^irtf'^ffl %:»-r -& c i 3 nte. 

[0088] 

[^2] SO 
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16 









17 



[0089] «±<Ofe*J: 0 . *«P©fk^«J«^S^H2 

t^?' >SS*1^0 R L 1 ^O^i^-k -tf^- XDtS-^^n^m 

[0 090] ( I ) -c^sn^-fb^tt. isa3i 
■^{ca-r^j^ffifcisiffli'fb-rscitcj:'). finnii. 

fc*{cf^^Sn-Slfflif4««)«lilil»i4lEIBII. *Ji/t*{c 

SI. timmm. mmn.mm, T)v^y^^^-^~mim 

m. i$i@)!i}^si. £i!>osi. mmmmm. ^mm^ 
wmLu^&iammm i u r «-r s c t ^s-c * * . 

ig©{b^!Bj*Bi0i5ft«j{cffii>s{c*fci3. -eoia-^^siic 

=fA. :/p fu>i^y3-;k ^jo^r^u+u^i^yp- 

^l/. S^4'P^+>^ h y >X«t: KP+2^::i''PtJl'5^d'n 

[009 1 ] cn6©^«nffiJi©s^!Bjt u-csiSiMbs 
6*1. cli6W. i!!»l^»tc:*»WSiimo:**fetc«er>-c 
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[009 2] ctif^<D9mnt. :^m^(oit^^i:±mm 

CDl. 0*^ 1 0 Ofi«%, 5fS L<« 1 . O^BOSS 

[009 3] ^9&m<oit^^i:mmms ^jut^ccf^^ 

Pia-^CDi©^. fiLKlB$>fcKi. 0. 0 1— 2 0mff/ 

0. 0 0 2-1 0niB/kff*l-»lltCi5^l:frta:-^-r 

[0094] 20 

[0095] 

mmm^ mmmi 

1- [ (3S. 4R) - 1 -->^P:t^^JUy^Jb-3 

>^l/] - 3- [ (2S) -2 -b'P V^::-;!/^ - 

1. 3-^b:FP-2H — c>X^ $ ^iZ-JU- 2 - :t 
>ZlfflKffiO«iS 30 

(I) 1- [ (3S. 4R) - 1 -->5^pit^^;l'^^ 
;u-3- (y^-iUX;b^r.;l/T5 >') >rf5^;U-4 - f-^ 
»;t?;H -3 - [ (2S) - 1 --c^t^^l/sf+S^^JUiP 

^Ji/- 2 - fc^n »; ^jU] - 1 . s-^^^tKn- 

2H— -c>X-Y 5 ^l/-;U-2 -:t>CDt8J£ 

1- [ (3S. 4R> I -iyi^u 
:t^^JVj>f^)V-A-\z'^Viy)Vl -3 - [ (2S) - 

1 -^>iyJ\^:t=^iy:fJJV^^)i^- 2 - fP U t^-^l/^ ^ 
;U]-1, 3-5^t FP-2H-^>X-Y 5 yi/->rU- 

2- :t>l 8 7mgO^PP*Jl/A5m l^ffitcSiafc: 40 
r h »;x^;i/r ^>o. 3m i s^y^y 

pyKO. lml«:»D;t. ^iSCcri ^KfiifliL/tio JS 

ftH^p-^ - (Kieselger"60F 

„4. Ar 15 744 <-rf-H/^^tt«) : ^PPd?-H/A/ 
yi?^^;l.= 1 0/1 ) CCT^}^«tffi«LajH<b^!f»2 1 
0ms *f#fco 

<2) 1- [ (3S. 4R) - I -%^Pa:t^^Ji^ji^ 

iU-3- (y^;i/X;i/*-;i/T5 -/) y5^>ri/-4 -tr-^ so 
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-3 - [ (2S) -2 -b'P »;5^^;W-rf^->H 
-1. 3 -i^b Fn-2H-^>X^ $ 5rv^-Jl/-2 - 

1- [ (3S. 4R> - 1 -ix^P^^^JUy^-H'- 3 

- (y^ji/X^i/d^j^.-ii'TS >') y ^;u-4 - b'-^ysP 

Jb] - 3- [ (2S) -1 — <>iy)V:ir^iyiJJ\^7i^^)i^ f 
-2 -tfPUS^J^.Jby^^H - 1. 3-i^bFP-2H 
-•^>X-r 5 ^V-;l/-2 -:^->2 1 OmfirCDxiS?^^- 
-ri'2m 1S«CC2 0%*K^b^^•'5 5^»>A-ig^lR4 Omfir 

/cg|«i*^aXffl»®^n-7h^^r'-<- (K i e s e 1 
gel^-eOF.i^. Ar 15744 (^^Ui'ttS) ; 

i^pps^jVA/-?? *>^--H'=4/l ) ccr^iStfSRO^ 

H^b^l 1 6mff^f#/Co 
(3)1-[(3S. 4R)-1 -U^U:t'^^Jlj^^ 

ys^ji/] -3 - [ (2S) -2 -b'Pi;i;^::iJUy^;l/] 
-1. 3 ~-:^b FP~2H-^>X-r 5 ^V^-Jl/-2 - 

1-[(3S. 4R)-1 -^'ii7P:t'^^;l/^^->l/- 3 

-^H -3- [ (2S) -2 -fcTpyj^^juy^ju] - 

1, 3-i;^b FP-~2H-^>X'r ^!$^V^--^^-2-:^- 
>l i Brngrtci o^^ib^lR-^^^-^-JU^fPffiS-fr 
^ C ih^C J: 0^®<b^^ 1 2 2 m g €rt#yto 
[0 09 6] *H-NMR (CD3OD) a : 1. 46 - 
1. 88 (16H. m) . 2. 05-2. 3 0 (6H. 
m). 2. 85 (3 H. s). 2. 94-3. 17(3 
H, m). 3. 28-3, 48(5 H. m). 3. 67 
-3. 84 (2H. m) . 3. 92-4. 05 ( 1 H. 
m) . 4. 26-4. 36 (2H. m) . 4. 63- 
4. 78 (IH. m) . 7. 12-7. '23 (2H. 
m) . 7. 30-7. 42 (3/2H. m) . 7. 73 
-7.8 2 (1/2H. m) 
ES I -MS (M+H) * : 53 2 

mmm2 

1-[(2S, 4R)-1 -f>>>;p:t^^Jb^^Jl/- 2 

- (3-j><^;P;^jl/Ahj:i.jUr $ >^:7'PbVI/) -4-b''^ 
y^ji/] -3 - [ (2S) -2-brpy$;^j:>ji/jrf^ji/] 

-1. 3--:^b FP-2H-"<>X^$y^/-;l/-2- 
:t>^ffiKffiODSStiS 

1- [ (2R. 4R) -2- (3 -r 5 1 -::^P-^ 

- 1 -S^i5^p2j-^^;l/^^;U-4-b"-^ys^;l/] 
-3- [ (2S) - 1 -^>Zy)Vt'¥->iJJ\^yi<:=^)V- Z 
-b-py*^-;l/y^;l/] - 1. 3 -i^^b FP-2H--< 

[0097] {mmmmtLx) 

*H-NMR (CDCl,)^:l. 16-1.32(2 
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H. m) , 1. 3 7 - 1. 95 (23H. m) . 2. 3 
5-2. 62 (4 H. m). 2, 70-2. 95 (4 
H. m). 2. 96 (3H. s). 3. 01-3. 20 
(3H. m). 3. 52-3. 67 (IH. m). 3. 
79-3. 97 (2H. m) . 4. 48-4. 62 (1 
H. m) . 5. 15-5. 38 ( 1 H, br). 7. 0 
4-7. 10(3H. m), 7. 13-7. 22(1 

H. m) 

ES I -MS (M+H) * : 56 0 

^l&ViS 10 
1- [ (3R> 4R) - 1 -:Sx»a:^^^;l/y^;l/-3 

VlyJVl -3- [ (2S) - 2 -bfP Ui^jr^JUy^^Jl^] 
-1. 3 -^^H }^a-2H-^>X-( ^^\r--}V-2- 

1- [ (3R. 4R) -3- (3-T5-^::^nt:Vl.>^ 
iU) - 1 -5^d^O:*-^^^;l/^^;l'-4 -fcT-^US^iH - 
3- [ (2S) - I -^>t>}i^4'^^tf)V7i<::.jV-2 - 

fcrayip.=.;i'-^^ii/] - 1 . 3 -Sxt Fa- 2 H-^> 

[009 8]*H-NMR (CD^OD) S: 1, 25- 

I. 89 (20H. m) . 2. 03-2. 31 (eH. 
m). 2. 81 (3H. s). 2. 84-3. 42 (9 
H. m) . 3. 65-3. 82 (2H. m) , 3. 92 
-4. 09 (IH. m). 4. . 20-4. 40 (2 
H. m) . 4. 48-4. 63 ( 1/2H. m) . 7. 
16-7. 28 (2H, m) . 7. 2 9-7. 40 (2 
H. m) . 7. 6 8-7. 7 5 ( 1/2H. m) 

ES I -MS (M+H) * : 56 0 30 
##M1 

1- [ (3S. 4R) -3-r 1 -->^P 

^ji/-4-fcr^yt?;b] -3- [ (2S) - 

1 -^>V>)\y:t^UtjJ\y4<^J\^-2-\:::u 

2 -rj-XDMit 

(1) 1- [ (3R. 4R) - 3- tert -':/^JU^^ 

;l'-4-b-^U5;^;P] - 1 . 3-^kKP-2H— 
X>r ^^!/->rl/- 2 - :t>(DKJS 40 
1 - [ (3 R. 4R) - 1 -ty^Uyt^^Jl^^Jl- 3 
-b FP4^$x'^^;l/-4-t^-^y$^JU] - 1. 3-i;^fc: 
Fa-2H— ^>X-<syv^-Jl/-2-:t>5. 85ff 
(Di;^y^jUj^>rl/Ar 5 F 1 00m 1 S?SCC t e r t - :/ 

^;^s^r?:c::^;l/^✓»;;^:^•^^s^^p tj F5. I9ffac;^-f 

5 y^/-;U3. 2 1 s«rttI:3L. :^ia^cr 1 S^Wa^U 
ftKx^jU=3/l-l/l) CC-C^|jtfS«L^{t^ 50 
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®4. 6 2ff«rf#/c. 

(2) 1- [ (3R. 4R) - 3-ter t 

jl,_4_ f^ijcpjl,] _3- [ (2S) - 1 — 

2 - t'P U ^jVi -1,3 

1-[(3R. 4R) -3-tert - a: 

-tr-^US^JH - 1 . 3-5^t: FP-2H-'^>X>f 5 
yv^-;l'-2-if>4. 6 2 gcDi^y ^;l'^^;l'AT5 F 
3 0 Om 1 ;^(c*^^T6 0%*^{b:f h y:;AO. 4 

5?^&»n^. Sia-C3 o^ra«^L/. ^xc^r (2S) - 

1 -^>5^;l':*-^2^;i?7Jl/*rr.jp-2-b*P »; ^ 
;P-:rp$F5. 5 9fir*J5n^, 6 0-Ctcn4^raSI^ 

f#6>nfc^?s*^'V*^y^i/^pv hy^r' (--- 
+1^>/i^KJ^^-»^=3/l-l/l ) ccr^BtffiKL 

^lb^«J6. 3 5g*»/fco 

(3) 1- [ (3R. 4R) - I -iy^U^t^^Ji^j^'^ 
;b-3-t: FP^^-^^->l/-4-b'r-ii;$^;l/] - 3- 

[ (2S) - 1 -^>$;^;l':i-*2^:^7;UsP^;l/-2-b-p 
t;t^r.;l.y - 1 . 3 -5^b FP-2H— ^>X-/ 

1- t (3R. 4R) - 3- tert -:/^J\^t>V :f:::^ 
jVtyVJ\^:t^ty^^J\y- 1 -5>^P:t^^->i/^^->U-4 
-b'^UeP;^] - 3- [ (2 3) - 1 -^>iyJl:t^iy 
:^;;l/3l<r.;U->2 -b"pyi^r.;l/y - 1 , 3-i^b 

FP-2H— OX-<5yv^-Jl/-2-:*->6. 3 5 fir 
CD-f- h'^b FP-r^-^^lOOml ;gSRtc 1 vitr^ h 
^:/^;WT>^^'J?A-T" h^b Fp:7^>^}«1 5. 

i7y)Vi^u'^h^'^y (-^+1^>/ftMx^Jl/= 3 

/l-O/l) ^c-C»»««uaH{t^3. I I fir* 

(4) 1 - [ (3R. 4R) - 1 -S^^P^i-d'^^Py ^ 
^P- 3 - ^^l/X-il/J^^^l/rt+J^p* 4 - bT-^ y 
-»^] ~3- [ (2S) -1 — <^>V^JVt^Ui7)\^4<^)V 
-2 -fcfP yi^-Jb^^;l/] - 1 . 3-t^bFP-2H 
-^>X-< 5 ifV-JU- 2 >CD»JB 

1 - [ (3 R. 4R) - 1 -iy{7Vi:t^^Jl^^JV- 3 
-b FP^^>^^->b-4-b^y$^;U] - 3- [ (2 
S) - I -^>tyJV4'^Ut;jU^:=^jV-2-\^X2W::^ 
Jl^^Jl] -I. 3--:^bFP-2H — ^^l^XAX^V 
— ;U- 2 -:t>4 6 8 mfirCD^7pp;}^;i.A2 Om 1 
CC^Stcr F yx^;UT5>lm lRC>V^>X;l'*r. 
-H/i^pyPO. 3ml*m. SaCcr3 0^J[ffl»«2U 
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Bl«x^;l'= l/i ) Ccr»«tffl»[U«ffl{t^5 6 2 

(5) 1-[{3S. 4R) -3 -TS^K^^-^l/- 1 - 
5^4^n:f 4?^;l'-rf^Jl/-4~ t'^y -3- [ (2 
S) ~ 1 -'^>5;^;l/:^'4^>^^;l'7K^JU-2 - fc;P Ue^::- 

— ;i'-2 -^XDtiafi 10 

1- [ (3R. 4R) - 1 -ty^a:iri^^}\^ji^JV-3 

3~ [ (2 S) - 1 -^>i^JU:i-+V:^7;U3iC^;U-2 - 

f n y-v^^ii/y - 1 . 3 -i^fc Kn- 2H-^> 

X>f $ yV'-;!/- 2 -:t>5 6 2 m s Ot^^ 

T $ K 3 0 m 1 «gS[CCSatC-cr-^<fc:^ hU A 1 6 4 

mg^m. 1 0 0-C«:r3«Fra«»L/Co JSl£«*ft 

/ 1 ) «:r^8lfflt8 L^fb^^2 0 6 m er ^WfCo 

(6) 1- [ (3S. 4R) -3-r^y^^)\^-i- 
i^^Udt^^)\^M^)\^-A-\:^^Vly)V'\ - 3- [ (2 
S) - 1 -^>$P;l/*^^t^:e7->U5j<^^l'-2-t:'P yt^^ 

1 - t (3 S, 4R) -3-riy}rji^}\^- 1 -i^^n 
5^;l/-4- t^--<';t?;l/] -3 - [ (2S) - 

1 -•^>^;U3f^^ix:^7;U?K^;l/- 2 - fP U ^ 

3-i;»t FD-2H--c>X-r 5 30 

2- :*->2 0 emgrO^h^t: FP:7^>-"7K(20m 
1 - 2 m 1 ) ilJffitcSiaccr h U * j:.;^*^^^ -/ > 1 

7 6inff«flp^. ssccri4i^ifflfHitLyto 
?§iS*e*u. »6ti/cg|rfi*^gxfflW/l^p^F^^^ 

(K i e s e 1 fir e r"6 0F,54. Art57 
4 4 (>^;l/^*t©) ; ^PP5t:;l/A/^a?^-;l/=4/ 
1 ) tcr^JBIffiWL^jSfb^ 1 8 7 m g 
##W2 

1- [ (2R. 4R) -2- (3 -T$>^- 1 -t/P-^ 
^Jl/) - 1 -^'^Pit^^Jl^y ^Jl^-4-l:f-^';$^JU] 40 
-3- [ (2S) -1 — *^ly%y)V:i'^iytj)V^:^)V-'2 
-b'PU^^jUy^;U] - 1. 3 -^l:: KP-2H-^ 
>X>f $ 2 -:j-><D«ia 

(1) {2R. 4S) -4-t: KP + ^'-2 -p' m^*^ 
:^;;P;J<ji.;l/- 1 - [ ( 1 S) - 1 - "7 b" 

(IRS. 5RS) - 7-:t+V~l - [ (IS) -1 

[3. 2. l]:j-^^>20. 5 gCDy ^>/-;b2 0 0 
m\i^{cmSLtj^)^J>.2. 6 5fir*m. SSCC-C3 50 
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O^HSJfO. ^^t^rfflftr>^^'?Al 5. 4r*»I 
ilMS^r 3 O^lfflffl^L/Cc » 
6n/ceiig€:$^i;:^;y;U^P-v^hy5:7^- (-^^If^ 
/tt»x^;l.= 2/3--»Mi^;i/) tcr^JKIBRLfi 
fl^Bl»<t D t^ia 10. 2 gr * , Sffittpli^ J: 0 

(2) (2R, 4S) -4--^^;l';^;l'd^^JU:*-^^^- 

2-> 1 - [ < 1 S) - 1 

(2R. 4 S) -4-t KP^^->-2-y 

1 - [ ( 1 S) - 1 t'-^y 
>15. 0 3 gCD^PPs^;l/A 1 5 Om 1 ;S^ffl?CC*?^T 
h yx^;UT$>2 Om 1 RCJf-^^>X;l/d^j::.JU5'P U 
K5. 3ml&»niL, ^fflWiT 1 I^BHSIJ^ U/to 

^ (c J: »3 ^ia{b^(Offi^£dEi»«:@/c. 

(3) (2R. 4R) -4-Tt^K-2-y h+^':<7;U 

1 - [ ( 1 S) - 1 f'-cy 

±iB<D (2R. 4 s) -4 ^;^:3^;^*^^;^:^-^>'- 
2-y 1 - [ (IS) -i-:7*^ 

1 5 Cm l^s«tcmia«:•rr-:;^^b:^^ 1 1. 3 ? 
4. 1 E^mc. 

(4) (2R. 4R) -4-T^ >^-2-^ h^i^:^->U 

1- [ (IS) - l- :7 3:j:i;ux^ji/] t:-^ y 

(2R. 4R) -4-TS^F~2 

- 1 - [ ( 1 S) - 1 -:7 tf^^y 1 
4. 1 firOf-h'^t Fp:?'^^-* ( 1 5 0 m 1 - 1 5 
m 1 ) Umcm^'dCX V y :7*-;l/;}?;^:7 > l 8 

8 o-ac'C3^ffl«i^b/co sisss^^sccML 

-^h^t Fp:7^>%S*L/. l^ffiK*m^PP 
5^;i/A5cr smiSt^O/Co *®«:*K^fc:^ F y »>Atcr 
T;i';^ytt«hU/c«i^Kx^;l.CcrattlL. ^SSK:^ 

«Bj1 1. 5 fir^rWco 

(5) (2R. 4R) -2-> ^+5/^;^^^<^;^-4- 
(2 FP:7at::.;l/T5 -/) - 1 - [ ( 1 S) - 1 - 

(2R. 4R) ~4-T5-/-2-> F+5^:^;b5j<^;U 

- 1 - [ (IS) - 1 -:7*j^;l/j.^;U] t^-^ys^> 1 
1. 5 gCOn-":/^>'-;H 2 Om 1 ?g«[(C2 

p:i. Fn-<>4f>9. 28inl. J^K:^ F y •i^ A 1 8 . 

7fir**niL. i3 0"ctc-ci. b^mmnhfc. mi^m 
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>/i^Kx^;u= 9/1-4/1) acx^mmiLma 

it^^l 4. 2 ff«rf#fco 
(6) 1 - [ (2R, 4R) -2-> h+S/:<;;i/jJ?r.;l. 
- 1 - [ ( 1 S) - 1 -"7 ;l/X^;l/] -4- f-^U 

^ji/] - 3 ^;^>^^^5^^>»^- 1 . 3-t;^t:HP-2 

H c>X>f 5 tJ^V'-^U- 2 ~ ahXDWit 

(2R, 4R) -2-y h*->;^;;l/#^;l'-4- (2- 
J::^hn:7 j::::.JVr5 -1- [ (IS) - l- :^^:^. 
^l/X^;^] f-^yt^>2. 6 4 fir«r6 69^d*x*>'— 10 
;l/4 5m 1 «:»«U»c2. 3ffRaf«{fcT>*^«:>A 

^ffi%^acid-Ol/A3 Om 1 :^?^Thy:t^ 20 

J\^T^>S, 8 m IRCJfy ^>X;l/3^^;U^ny F 1 . 

1 m 1 **n^. ^accr 1 NFra«»u/co siicM^mm 

-H/=7/3) tcr^l8tf»KLa<Sft^«Bj3. Og*W 

/Co 

{7)1"[(2R. 4R)-1 -e^^n:ti?^;l/-^^ 

;u-2--pf h^i^y7;i/3i<^;w-4~t:--^yi^;H - 3- 
^^;l/;^-rt/)^J:::;l/- 1 . 3 -S^'b Fn-2H-^>X-/ 30 

1 - [ (2 R. 4R) -2 ~> 1 - 
[ (IS) - 1 -4-fcr-^Ut?;U] 

-3 1, 3 -S^fc Kci-2H-'< 
>X-f ^y^/->H'-2-:t>l 1. be(D^^y-JUl 

2 0ml ®ffiCCffiK4m 1 2 0%*K^b^^'^-:;^'i? A 

*S*l^/Co ff 6n/c^?S*«[^b-^^ U> 1 0 0 m 1 ^ 

A. m"C3 0^5^raiHiipu, ;)cc*-cn;r-fe h^->7K3R 

-f- (--+1f>/itS^x^;l/= 1/1 ) (C-C^«ffilSU 
(8) 1 - [ (2R. 4R) - 1 -iy^tirt^^Jl^j^i^ 50 
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-iU-2-y h4^$/':<7;U3j^::.;b-4-fc:'^yi>-^H -1. 
3-SPfc Fa-2H— ^>X-< S yy-;U-2-:*-><D 

1-[(2R. AK) - \ -l^^XJL*^^)\^ji^)\^''2 
-jrf F + $x*r^l/?J<j:.;l/-4 -b'-^Ut^Jl/] -3-^^^!/ 
X;U)^^^V-1, 3 -i^fc Fa"2H--^>X-r Sd^V' 
— ;U-2 -*>3. 1 gCOf- h -^b Fn'^^^y Om 1 
1 M ^ ^ b7^ F -7 r^^^l'T >'=e^ »^ A - -r F -7 b 
Fa:7^>ig«9m 1 *Jjnit, ^S^CTl^«^OA:o 

0«ffi{b-^«3(Dffl^^if«3 2. 8€r«:f#/Co 
(9) 1- [ (2R. 4R) - I -lyi^XJ^^^JVji^ 
;l'-2-b Fa+2^-?'^->i'-4-b--^y^;v] - 1. 3 
-i^b Fa-2H--^>X-f S yv^-^l'-2 
j& 

JiiB<Dl- [ (2R. 4R) - 1 -^i'nsi-ir^^i.y ^ 
;l/-2-y F + V:^7Jl/5}fj:.jl/-4-b:'^«;5^>?U] -1. 
3 -i^b FO-2H— ^>X-f 5 ^^/— 2 
^«52. 8 grOT^F-^b Fa::'^^? Om liSft^c* 
^&T**^bU^'^AT->l'5xH;A5 0 Om&^*n^, M 

iCCjfcO^jUfb'&^l. 64g*f#/Co 

( 1 0) 1 - [ (2R. 4R) - 1 -tx^^p^i^^^l/y 
^>H/-2-b Fn+*^-rf^;U-4-br'^»;2;^^l/] -3- 

[ (2S) -1 — c>-:;^;U2f^^^':^;l/;ffji.;l/-2 -b"P 
- 1. 3 -i>b FP - 2 H -•^>X>r 

1 - [ (2R. 4R) - 1 -U{7U^i;^}\^M^)V-2 
-b FP + ^-^5^;l/-4-b*--cyiP;i/] - 1 . 3-i^b 
Fn-2 H— -<>XW^ 5 -*>«rfflU#^ 

0(1 (1) - (3) <k|g«(D:fraccrmib^«:«it 

(11) 1 - [ (2R. 4R) - \-iy^X2:i'^^}\,M 
^}U-2- (2-:t>h^Ui3JV^:=^JVs.^^J\^) -4- 
b-ci;^;?;!/] - 3- [ (2 8) - 1 -•-c^*;?;!,:*^^^*^':^? 
;i/5i<^;P- 2-bP y i^x;Ujrf^;l/] - 1 . 3-2^bF 
P - 2 H --OX-/ 5 ifV-JV- 2 - a^><DK^Jg 
1- [ (2R. 4R) - 1 -S^^P^^^^l/y^;!/- 2 
-b FP^^'^^;l/-4-b--ct;$;?;l.] - 3- [ (2 
S) - 1 -•^>$P;l/:j-=*^*^*r;l/:K^Jl/-2-epyi^j:- 
jV^^Jli~l. 3 -S^^b FP-2H---c>X^ 
-;U-2 -:**>5 9 9mgCD$;^y F l 2 

m 1 igjgtc F ';x^;l/T5>0. 8 5 m 1 S:afHKfb«IE 
Jt- br»JSP>8S<*4 8 6mfir*«n*.. ^a^T3 0^5^B 

:&^7j<ri5fe^. ^R7K«Sifi:^Fy »;7Ar#£«ftft. ?SJ««:a 
ff&h/c^jS^'f'F^b Fp:7^>1 2ml K: 
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iSmu. *?&T^x^;Ud^;^d^>^BW?x^jUO. 4 1m 

V A - {-v+1f >/i*ffix^;i.= 1 / 1 ) u:T^«ffl8Si 
L^Hfb^S 7 6 m fir €:f9/t. 

(12) 1- [ (2R. 4R) 

^JU-2~ (3 -h: KP4^5^- 1 -:/n--<j:i;U) -4- 

tr^»;-^;w] - 3- [ (2S) - 1 --^>5^;i':«-^s^y7 lo 

;l/4^::-Jl'-2-"fP US^^^lz-rf^^l'] - 1 . 3-2^fc:K 

[ (2S. 4R) - 1 ^?^;^y^;^-2- 
(3 -fc KD=1^$^:/PbVl') - 4 - b*--<:y i?;!/] - 3 - 
[ (2S) - 1 -^>5;^;l/:t=^5x:^^l/?K^;U-2 -hi-p 
y i^^^Uy - 1 . 3~i^tKP-2H — c>X>r 

1- [ (2R. 4R) - \-%y^U:^^^)\^M9^)V-2 

- 3- [ (2S) - 1 -•^>t^-F!/*^^V^il/5j^^JV 20 
-2 -fP ys^j=.JUy - 1 . 3-i^bKP-2H 

--^>X-f 5 :$^l/-;U-2 -:t>5 7 emgCDxar-^- 
;H Om 1 ^g^S&c*:«^fc?^»i;|Ry^'!;Al 9 Om^^Jra 

4 0''C^c:»nSL-C4B$HIS^L/Co K]zmcy\^^m 

T-fe F>= 1/1 ) Ccr^SlfS^O 1 - [ (2R. 4 
R) - 1 -->^P:i-^^;u>^;l/-2 - (3-bFP^^ 
1^- 1 -t/P'^-iU) -4-br^ys;?-»i/] -3- [ <2 3o 

S) - 1 -^>t^iU^4^ix;^;l';f^j^Jl'-2 -b'P 

5^;!/] - 1 , 3 -^b KP-2H-^>X-< 5 
-Jb-2 -*>2 2 2mff. SCJfl- [ (2S, 4R) 
- 1 -i^^P3f 2 - (S-bFP^^^':/ 

Pbvi/) -4-b'-^yi;';i/] - 3 - [ (2 s> - i --^ 

>V)V:it^lyi3}ViS^:^)\^- 2 - b'P y ^l/^ - 
1. 3-S^bFP-2H-'^>X-<5y!/-;l/-2-:i- 
>2 8 1 mff%»/Co 

(13) 1- [ (2R. 4R) -2 - (3-T$-/-l* 
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*-^p^ji;l/) - 1 -i/^P5f^?^;l/y^;l/-4-b'-^ 
ys^;^] -3 - [ (2S) -1 — ^>V>)\^zt^'iyt})V7i^ 
^)\^-2-\^U^)iy::-)Vji^)\^^ -I. 3-5^bKP- 
2 H -^>X-< 5 y v^-;U- 2 - 3f>(D«BS 
1- [ (2R, 4R) - \ -U{PVidfr^^)Vji^)\^-2 

- (3-b Yu^iy- 1 -t/p-^r.;!/) -4-b*^ys^ 
^l/] -3- [ (2S) - 1 — ^>2;>;U:f ^=^S/*r;l'#::.;l/ 
-2 -b'P ys^::.;!/^^^^] - 1 . 3-5^bFP-2H 
— c>X>r 5t$^l/-;b-2 >^fflt>#*09l (4) 

- (6) L^mcxmrnit-^^smiyfc, 

#*^3 

1- [ (3R. 4R) - 1 -e^^Pre-^^Jl/^^Jl/- 3 

- (3-TS>^:?'PbVl/) -4-b'-^y^;U] -3- 

[ (2S) - I -<<>^}\^*^UtJ}V7SI^:^)V-2-\::u 

1- [ (3R. 4R) - 1 -^'4'P:te^^iU-^^->U-3 
-b FP=^Vjrf^;l/-4-fc^-^y - 3 - [ (2 

S) - 1 -'-<>i^-iL':*-^^i^3?7JUjK--^I/-2 ~b-pyi^J=. 
^l/y^^Pl-l. 3-S^b FP-2H— ^>X-r syv'' 
-JU-2-^>*#^fi?«2 (1 0) (1 2) ilHSlK: 
«LffiUrf#en/cl - [ (3R. 4R)-l-^'i^P* 
3 - (3 -b FP^i^r^Pfcf^U) -4- 
b-"^ysP;U] -3 - [ (2S) -\-^>VJ\^*^tyf3 
Jl.;j<rL;l/-2-b-py5^::.;l/y - 1 , 3 -t^b F 

P-2H C>X-f ^ ^V-;l/~2-:i->«ffil^ 

0(2 (13) <braa©:firffiK:TSH<t^«S«iSL)t„ 

[0099] 

RL l^CDyi^-ter/^XDtt^^WFSWecpiSTSiD 

>n.b*ccK^$nsiSf«i4ajs*«iStt^flR5i. mmv^ 

[0100] 



C51)Int.a/ ^Mia-^ FI r~v>.KC#d^) 

A 8 1 P 43/00 111 A 8 1 P 43/00 1 1 1 




F 4C063 M03 CC26 DD03 EEOl 

4C086 AAOl AA02 AA03 BC39 GA07 
CA12 fAMTL m04 NA14 ZA02 
ZA08 ZA12 ZA15 ZA16 ZA18 
ZA43 ZA70 ZA81 ZC39 ZC42 
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